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April 13, 2001

Food and Drug Administration

Division of Oncology Drug Products, HFD-150
Office of Drug Evaluation I

Center for Drug Evaluation and Research

1451 Rockville Pike, Woodmont II Building
Rockville, MD 20852

- e TP Ze/pel
Re:  NDA 20-896/5-006/ Xeloda® (capecitabine, Ro 09-1978) Tablets
General Correspondence: Rationale for Proposed Indication

Ladies and Gentlemen:

Reference is made to the supplemental New Drug Application (S-006) to the NDA 20-896 which
previded for a new indication of Xeloda (capecitabine) Tablets for first-line treatment of
metastatic colorectal cancer. Reference is also made to the October 30, 2000 resubmission of the

aforementioned sSNDA in response to the Division's "approvable letter" dated September 20,
2000.

The purpose of this General Correspondence is to provide sponsor's rationale for proposed
indication.

The sponsor would propose the following colorectal cancer indication for Xeloda as previously
submitted to the agency as an appropriate option: “XELODA is indicated as first-line treatment
of patients with metastatic colorectal carcinoma .

| Pharmaceuticals

t_ » Another optibn would be the approved

Em:o_pean indication, which reads as follows: “Xeloda is indicated for first line monotherapy of
metastatic colorectal cancer ”. This is based on the following rationale:

¢ Irinotecan in combination with 5-FU and leucovorin has demonstrated a survival advantage
in the treatment of patients with metastatic colorectal carcinoma in the first line treatment
setting. Combination therapy with irinotecan, 5-FU and leucovorin is one of the recognized
standards of care in this setting ', in addition to other fluoropyrimidine based regimes’.

* Debate continues in the US oncology community regarding which patients should receive
initial treatment with the combination of irinotecan, 5-FU and leucovorin, e.g. based on
baseline characteristics®. -

_» Tandem Anticancer Drug and Tumor Audit data, reveals that as of December 2000,

approximately 53% of the patients in the US with colorectal cancer are treated with the

combination of irinotecan with 5-FU and leucovorin, approximately 39% of the patients will
be treated with single agent 5-FU or 5-EU plus leucovorin®. This data demonstrates that,
despite the survival advantage of the combination of irinotecan, 5-FU and leucovorin, US
oncologists do not consider the combination appropriate for all patients who are eligible to
receive chemotherapy treatment. This may be based on combination of irinotecan, 5-FU and
leucovorin causing grade 3 or 4 toxicity in 53-72% of patients, under lying co-morbid

Hoffmann-La Roche inc. 340 Kingsland Street
Nutley, New Jersey 07110-1199
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illness, compromised performance status, patient preference, etc. The majority of patients in
this group are currently receiving 5-FU based chemotherapy treatment, addmonal therapeutic
options for this group of patients are needed.
o If the proposed label was to read “XELODA is mdlcated as ﬁrst-lme treatment of patients
with metastatic colorectal carcmoma Vo
' ___ this would be interpreted as meaning that XELODA is
lmdxcated as first-line treatment in o From
the irinotecan US package insert “CAMPTOSAR Injection is contraindicated in pauents with
a known hypersensitivity to the drug.”. The sponsor feels that this would not adequately
reflect the current practice of oncology in the US nor would it fairly reflect the pending
application. The decision by a medical oncologist to recommend to their patient, treatment
with the combination of irinotecan, 5-FU and leucovorin or single agent Xeloda as a first line
treatment of metastatic colorectal cancer is based on medical judgement. Use of the term
_____ " would allow the treating oncologist, using their best medical
Judgement to determine which patients would most likely benefit from the combination of
irinotecan, 5-FU and leucovorin and in which patients combination therapy would be
medically inappropriate or contraindicated and thus other therapeutic options would be
preferred. The clinician and the patient must consider the individual factors of efficacy,
toxicity, the patients social situation, and quality of life to arrive at an appropriate
therapeutic decision together.

The agency has requested that the following statement be included in the colorectal indication
section of the package insert, © L
: . In the absence of combination data with mnotecan the sponsor
" proposes to add the following sentence ' I
_____ " to the precauhons section of the package i insert. As| prevmusly agreed
the sponsor will submit the Xeloda/irinotecan combination phase I clinical trial data to the
agency when available.

If you have any question regarding thlS submission, please contact the undersxgned at (973) 235-
4578.

Sincerely,

Murad Husain -
Program Director
Drug Regulatory Affairs
“Phone: 973-235-4578
__ Fax: 973-562-3700

HLR No. 2001-911
Attachments

Hoffmann-La Roche inc. 340 Kingsiand Street
. Nutley, New Jersey 07110-1199




Dear Maureen,

As discussed with Dr. Allison Martin on April 6 and with you yesterday (April 12), attached is an
electronic copy of a General Correspondence to the colorectal SNDA. This letter provides our
rationale for the proposed CRC indication. | have included 3 out of 4 the references used in

- support of the letter. We are sending the same in the mail as well.

As you know, | will be on vacation next week. In case you need something please contact Heather
at 973-235-5785.

Happy Easter!

Best regards,




3 PAGE(S)
COPYRIGHT
MATERIAL -
REMOVED
FROM THIS
SECTION

?
New England Journal of Medicine, Vol. 343, No. 13, 2000, pp. 963-




! Mayer, NEJM 343 No.13 2000, 963-4

2 ODAC, March 16, 2000

3 Knight R et al. First-Line Irinotecan (C), Fluorouracil (F), Leucovorin (L) Especially Improves Survival (OS) in
Metastatic Colorectal Cancer (MCRC) Patients (PT) with Favorable Prognostic Indicators. Proc AM Soc Clin Oncol
2000;19 255a (991)

* Tandem Anticancer Drug and Tumor Audit Data (see appendix)
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First-Line Irinotecan (C), Fluorouracil (F), Leucovorin (L) Especially Improves
Survival (OS) in Metastatic Colorectal Cancer (MCRC) Patients (PT) with Favorable
Prognostic Indicators. Robert D Knight, Langdon L Miller, Nicoletta Pirotta, Gary L
Elfring, Paula K Locker, Leonard B Saltz, Pharmacia & Upjohn, Peapack, NJ: Memorial
Sloan-Kettering Cancer Ctr, New York, NY.

A randomized, phase 11I trial (Proc ASCO 1999; 18:223a) of CFL (C125, F500, L20 mg/m?2
wkly x 4 q 6 wk [N=231]) vs FL (F425, L20 mg/m? qd x 5 q 4 wk [N=226]) showed that
CFL improves response rate (50.2% vs 27.9%, p<.0001) and time to tumor progression
(TTP, median 7.0 vs 4.3 mo, p=.004) with a trend for better OS (median 14.5 vs 12.6 mo,
p=.097). We report a preplanned analysis of efficacy adjusted for pt characteristics. The
major factors retained at p<.05 in the Cox model for better TTP and OS were normal LDH
and performance status (PS)=0 (see below); normal bilirubin, WBC, and hemoglobin; and 1
organ site involved. There was an LDH/treatment interaction; CFL pts with normal LDH
had more prolonged TTP and an exceptional median 10-mo OS improvement over FL pts
(26.4 vs 16.2 mo)(see below). CFL patients with PS=0 also had improved OS. {Table}
First-line CFL has greater antitumor activity than FL. MCRC pts with favorable prognostic
indicators particularly derive survival benefit from the addition of C to FL, a result that has
positive implications for study of CFL in the adjuvant setting.
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Electronic Mail Message

(

Date: 4/5/01 6:39:57 PM

From: Husain, Murad PDR~Nutley ( MURAD.HUSAIN@RQCHE.COM )

To: 'Dotti Pease 301-594-5742 FAX 301-5 ( PEASEQAl )

To: Husain, Murad PDR~Nutley ( MURAD.HUSAIN@ROCHE.COM )

Cc: Maureen Pelosi ( PELOSIMGAl )

Subject: Re: Questions from Medical reviewer on 20-896/S006 (colo-rectal )

Dear Dotti and Maureen,

Analysis of all grade 3/4 related and unrelated toxicity is in the
Colorectal sNDA,ISS, Volume 33, page 91, Section 5.3.3.4. and Appendix
15; and in 4-month Safety Update (dated 1/21/2000), Volume 1, page 273,
Section 4.6.3.2. and Appendix 22. .

Analysis of all treatment-related and -unrelated deaths (on study and
within 28 days of last dose) is in the Colorectal sNDA,ISS, Volume 33,
pages 109-111, Section 5.4 and Table 39, followed by narratives for
treatment-related deaths. This was also provided in 4-month Safety
Update, Volume 1, pages 274-276, Section 4.7.2. and Table 38.

- Analysis of all treatment-related and -unrelated serious adverse events
(' .in the Colorectal sNDA, ISS, Volume 33, page 119, Section 5.4.2.3 and
spendix 42; and in 4-Month Safety Update, Volume 1, page 278.

Number of premature withdrawal due to treatment-related AEs is in the

Colorectal sNDA, ISS, Volume 33, page 125, Section 5.4.4. and Appendix
45; and in 4-Month Safety Update, Volume 1, pages 278-279 and Appendix
25. A patient listing of AEs leading to withdrawals is in Appendix 26.

Please call me (973-235-5678) or send e-mail if you have additional
question,

Regards,
Murad

----- Original Message----- -

From: Dotti Pease 301-594-5742 FAX 301-594-0498 .

[ mailto:PEASE@cder.fda.gov <mailto:PEASE@cder.fda.gov> ]

Sent: Thursday, April 05, 2001 1:00 PM

To: murad.husain@ROCHE.COM ——

Cc: Maureen Pelosi

Subject: Questions from Medical reviewer on 20-896/5006 (colo-rectal)
Sensitivity: Confidential '

(: -ease see questions below, I will fax also.

Analyses of the clinical safety database are sometimes based on analyses




FOOD AND DRUG ADMINISTRATION
OFFICE OF DRUG EVALUATION 1

DIVISION OF ONCOLOGY DRUG PRODUCTS
HFD-150, 5600 Fishers Lane
Rockville, Maryland “20857

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM
DISCLOSURE UNDER APPLICABLE LAW. If you are not the addressee, or a person duthorized to deliver the
document to the addressee,-you are hereby notified that any review, disclosure, dissemination, copying, or other
action based on the content of this communication is not authorized. If you have received this document in error,
please immediately notify us by telephone and retum it to us at the above address by mail. Thank you.

PHONE: (301)594-5742 FAX: (301) 594-0498

TO:_Murad Husain, Roche
Fax: 973 562-3700/3554

FROM:__ Dotti Pease. for Maureen Pelosi
Phone: (301) 594-5742

Total number of pages, including cover sheet _2

Date:_ 4-5-01

COMMENTS: Re: your pending efficacy supplement 20-896/S006 (colorectal cancer), Please
see questions below from our medical reviewer.

Analyses of the clinical safety database are sometimes based on analyses of treatment-
related toxicities and sometimes on all toxicities regardless of attribution. For

completeness and to allow assessment of degree of consistency of analyses, we request
the following tables: o '

\-

Table 4, volume 44.2, currently displays analyses of the overall clinical safety
data based on toxicities considered related to treatment however displays
treatment withdrawals based on data related and unrelated to treatment. Please
provide analyses based on number of all patients with grade 3/4 toxicity, serious




events and deaths on study or within 28 days regardless of attribution.

Table 7, volume 44.2, displays analyses of the phase 3 colorectal data based on
treatment-related events regardless of attribution, except in the case of serious
events and withdrawals. Please provide analyses on number of patients with
grade 3/4 toxicity regardless of attribution, serious events considered related to
treatment and number of patients with related events leading to treatment
discontinuation. Please also include number of patients with related deaths as
well as all deaths on study or within 28 days of treatment.

APPEARS THIS WAY
ON ORIGINAL

PPEARS THIS WAY
ON ORIGINAL
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( - DEPARTMENT OF HEALTH & HUMAN SERVICES : Public Health Service

Terng Food and Drug Administration
_. Rockville MD 20857

NDA 20-896/S-006

ri- Yy - oV
" Hoffman-La Roche Inc.
340 Kingsland Street
Nutley, NJ 07110-1199

" Attention: Murad Husain
Program Director

Dear Mr. Husain;

We acknowledge receipt on October 31, 2000 of your October 30, 2000 resubmission to your
supplemental new drug application for Xeloda (capecitabine) Tablets.

This resubmission contains the final study report and data for WP15811, revised labeling, and Phase 4
commitments in response to our September 20, 2000 action letter.

~ With this amendment, we have received a complete response to our September 20, 2000 action letter.

Unless we notify you within 60 days of our receipt date that the application is not sufficiently complete
to permit a substantive review, this application will be filed under section 505(b) of the Act on

______ December 31, 2000 in accordance with 21 CFR 314.101(a). If the application is filed, the user fee goal
date will be April 30, 2001.

 Please cite the application number listed above at the top of the first page of any communications
- concerning this application. All communications concerning this supplemental application should be
- addressed as follows:

U.S. Postal Service: Courier/Overnight Mail:

Food and Drug Administration Food and Drug Administration

Center for Drug Evaluation and Research ~  Center for Drug Evaluation and Research
Division of Oncology Drug Products, Division of Oncology Drug Products,
HFD-150 ' HFD-150 ‘ :

5600 Fishers Lane - 1451 Rockville Pike

Rockville, Maryland 20857 ) Rockville, Maryland 20852-1420

“




If you have any questions, call Maureen Pelosi, Project Manager, at (301) 594-5768.

Sincerely,

7

Dotti Pease

Chief, Project Management Staff
Division of Oncologic Drug Products
Office of Drug Evaluation I .
Center for Drug Evaluation and Research




Choche)

November 2000

Dear Doctor,

Roche Laboratories would like to inform you of important safety-related changes to the
prescribing information concerning the use of Xeloda® (capecitabine) in patients with renal
impairment at baseline. A copy of the complete revised labeling is included with this letter.

A recently completed clinical pharmacology study evaluated the effects of renal impairment in
patients with cancer on the pharmacokinetics of Xeloda. Based on this study and a subsequent
safety analysis of the clinical database, the Xeloda labeling has been revised to contraindicate
the use of Xeloda in patients with severe renal imnpairment (calculated creatinine clearance
below 30 mL/min). In addition, for patients with moderate renal impairment (calculated
creatinine clearance 30-30 rnl/min) at baseline, the starting dose of Xeloda should be reduced
to 75% of the recommended starting dose (i.e., from 2500 mg/m?*/day for 14 days followed by
a week rest to 1900 mg/m?/day for 14 days followed by a week rest). Patients with mild renal
impairment should be treated with the standard recommended dose of Xeloda with close
monitoring. The creatinine clearance was calculated according to the formula of Cockroft and
Gault in the majority of patients, and not measured via a 24-hour urine collection.
The analyses of clinical pharmacology study and overall clinical safety data indicated that:

* Patients with severe renal impairment (calculated CrCl <30 mL/min) had a high rate
of grade 3-4 and serious adverse events and shorter treatment duration.

« Patients with moderate renal impairment (calculated CrCl 30-50 mL/min) had a greater
overall incidence of treattnent-related grade 3-4 and serious adverse events relative to
patients with normal renal function. The increased incidence of undesirable effects did not
impact negatively on the overall benefit for these patients when treated with Xeloda since
the tumor response rate was maintained.

+ Patients with mild renal impairment (calculated CrCl 51-80 mL/min), although
experiencing slightly more serious adverse events and withdrawals due to adverse events
than the patients with normal renal function, maintained their overall benefit/risk ratio.

The following lists the labeling changes.

CONTRAINDICATIONS:

Xeloda is contraindicated in patiénts with severe renal impairment (creatinine clearance below
30 mL/min [Cockroft and Gault]).

Roche Laboratories Inc. 340 Kingsland Street
Nuottay Naw larsay N7110-1100 TR_NANA_TI1.N20_110

Pharmaceuticals




WARNINGS:

-Renal Insufficiency: In patients with moderate renal impairment (creatinine clearance 30-50
mL/min [Cockroft and Gault]) at baseline, a dose reduction to 75% of the Xeloda starting dose
is recommended. In patients with mild renal impairment (creatinine clearance 51-80 mL/min)
no adjustment in starting dose is recommended. Careful monitoring and prompt treatment
interruption is recommended if the patient develops a grade 2, 3, or 4 adverse event with
subsequent dose adjustments as outlined in the table in DOSAGE AND ADMINISTRATION.

OSAGE AND AD TION/Adjustment of Starting Dose in cial Population/

Renal Impairment.

In patients with moderate renal impairment (creatinine clearance 30-50 mL/min [Cockroft and
Gault, as shown below]) at baseline, a dose reduction to 75% of the Xeloda starting dose
(from 2500 mg/m%day to 1900 mg/m?/day) is recommended. In patients with mild renal
impairment (creatinine clearance 51-80 mL/min) no adjustment in starting dose is
recommended. Careful monitoring and prompt treatment interruption is recommended if the
patient develops a grade 2, 3, or 4 adverse event with subsequent dose adjustments as outlined
in the table in DOSAGE AND ADMINISTRATION. Xeloda is contraindicated in patients
with severe renal impairment (creatinine clearance below 30 mL/min [Cockroft and Gault]).

Cockroft and Gault Equation:

(140 - age [yrs]) (body wt [kg])
(72) (serum creatinine [mg/dL])
Creatinine clearance for females = (.85 x male value

Creatinine clearance for males =

PATIENT P. SERT/Who should not take Xeloda:
* Patients with severe renal impairment. Please inform your doctor if you know of any renal
impairment that you may have. Your doctor may either prescribe a different drug or reduce
the Xeloda dose.

Please see the accompanying full prescribing information.
Roche Laboratories is committed to providing you with the most up-to-date and accurate
infermation regarding its products. Should you have any questions or require additional .

information, please contact Roche Professional Preduct Information at 1-800-526-6367.

Sincerely,
T Sl

Ted P. Szatrowski, M.D.
Medical Director
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October 30, 2000

Food and Drug Administration

Division of Oncology Drug Products, HFD-150
- Office of Drug Evaluation 1

‘Center for Drug Evaluation and Research

1431 Rockville Pike, Woodmont 11 Building
‘Rockville, MD 20852

- ) NDA SUPP AMEND
Ladies and Gentleman: SE I- 006
Re:  NDA 20-896/S-006, Xeloda® (capecitabine) Tablets "
Amendment: Response to the FDA’s Approvable Letter Dated September 20, 2000

Reference is made to our supplemental New Drug Application (S-006) of September 20, 1999 to
the NDA 20-896 providing for a new indication of Xeloda for first-line treatment of patients with

‘metastatic colorectal cancer. Reference is also made to the Division’s “approvable” letter dated
September 20, 2000.

The following are our responses to the Division’s conditions for approval.

1. Provide the final study report, individual patient data, and statistical analysis for the
completed study, WP15811 (Effect of Renal Impairment on the Pharmacokinetics of
Capecitabine in Cancer Patients). We note that your September 13 and 14, 2000
amendments stated that your preliminary assessment is that contraindications and dose
modifications will be necessary in some groups of patients with renal impairment.

Please finalize and submit these recommendations to the NDA, accompanied by data— -
sufficient to allow the Agency to confirm the advice. '

Response _

‘The final study report, including individual patient data and statistical analysis for study

‘'WP15811 has been submitted to the NDA 20-896 on October 23, 2000, under a “Supblement -

Changes Being Effected”. The supplement provides for revisions to the currently approved

Xeloda labeling contraindicating Xeloda in patients with severe renal impairment and

recommending dose reduction in patients with moderate renal impairment. This was done in

~ consultation with the Division with an intention to inform the medical community of this new
significant safety information, as soon as possible. A draft “Dear Doctor” letter has also been

included in the supplement for Division’s review, which Roche intends to disseminate to the

prescribing physicians upon approval of the supplement.

For your convenience, an identical copy of the set of documents submitted in support of the

labeling revisions in the “Supplement — Changes Being Effected” submitted on October 23

(volumes 2 to 8), is also provided with this submission. This includes:

Holfmann-La Roche Inc. 340 Kingsland Street
Nutiey. New Jersey 07110-1199

Pharmac




Division of Oncology Drug Products, HFD-150
October 30, 2000
Page 2 of 5

e

Rationale for Dose Reduction and Contraindication in Patients with Renal
Impairment at Baseline for Xeloda: This is based on the results from WP15811
and an analysis of the clinical safety database (renal impairment study and six
phase II and III breast and colorectal cancer studies) with regard to the impact of
creatinine clearance at baseline on the safety profile. This also includes a

* multivariate analysis of the impact of age and renal function on the safety profile.
A disk containing the corresponding data-set is included.

b. Final Study Report for WP15811 (Effect of Renal Impairment on the -
Pharmacokinetics of capecitabine in Cancer Patients), including a disk
containing the corresponding PK dataset.

c.

Evaluation of Age and Creatinine Clearance as Covariates in Population
Pharmacokinetic Analysis of Capecitabine and its Metabolites: An analysis of
population PK data from two phase III colorectal cancer studies to further
evaluate the influence age and creatinine clearance on the Pharmacokinetics of
FBAL, one of the main metabolites of capecitabine.

In summary, the small number of patients in the clinical pharmacology study WP15811 does not
allow final conclusions for dosing recommendations for patients with mild to moderate renal
) - impairment. Although safety concerns in four (4) patients with severe renal impairment at
 baseline justifies the recommendation for a contraindication for Xeloda in such patients; this also
- lead us to analyze the clinical safety database (N = 875 patients from phase II and III breast and
- colorectal cancer clinical studies) to evaluate the impact of renal impairment at baseline on the
- safety of patients treated with Xeloda. Based on the analyses of clinical pharmacology study

- (WP15811) and the clinical safety database, we have proposed in the aforementioned supplement
that,

* Patients with severe renal impairment (creatinine clearance < 30 mL/min [Cockroft and

Gault]) should not be treated with Xeloda because of unacceptable high rates of grade 4
AEs and of serious AEs. !

Patients with moderate renal impairment (creatinine clearance 30 — 50 mL/min [Cockroft
and Gault]) should be treated with a reduced dose of Xeloda (75% of the standard
recommended starting dose) to address their greater overall incidence of treatment related
grade 3-4 AEs and SAEs relative to patients with normal renal function. The increased

incidence of undesirable effects in this group of patients did not impact negatively on the-
overall benefit. ) -

* Patients with mild renal impairment (creatinine clearance 51-80 mL/min [Cockroft and
Gault]) should be treated with standard recommended dose of Xeloda. Although these

patients have slightly more SAEs and withdrawals due to AEs than do patients with
normal renal function, their overall benefit/risk ratio is maintained. B

Hofimann-La Roche Inc. 340 Kingslang Street
Nutley, Naw Jersey 07110-1199

R R 8.,




9\ pages redacted from this section of
the approval package consisted of draft labeling




Dwnsnon of Oncology Drug Products, HFD-150
October 30, 2000
Page 5 of §

If you have any question regarding this submission, please do not hesitate to call the
undersigned.

Sincerely,

? % )
Murad Husain '

Program Director

Drug Regulatory Affairs

Phone: (973) 235-4578

- Fax:  (973) 562-3700/3554

Desk-copy: Maureen Pelosi, Senior Project Manager

Attachments
_ HLR No.: 2000-2692:

Hoffmann-La Roche Inc. 340 Kingsland Street
Nutley, New Jersey 07110-1199
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- Parklawn Building
5600 Fishers Lane, Rockville, MD 20857

Fax

DIVISION OF ONCOLOGY DRUG PRODUCTS
Center for Drug Evaluation and Research, HFD-150

To:  Cindy Dinella From: Maureen Pelosi
Fax:  973-562-3700 Fax:  301-827-4590
 Phone: 973-562-3675 Phone: 301-594-5778
- Pages, including cover sheet: 2 Date: 15 SEP 00

Re:  Xeloda Renal Impairment Clarification

' "THIS DOCUMENT 1S INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM T IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS

PRIVILEGED, CONFIDENTIAL AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. If you are not the addressee, or a person authorized to

" deliver the document to the addressee, you are hereby notified that any review, disclosure, dissemination or other action based ofi the content of the communication is

not authorized. If you have received this document in error, please immediately notify us by telephone and retum it to us at the above address by mail. Thank you.

- @ Dear Cindy,

Murad is out of the office today and we hope that you might be able to help us. We have a question on the

- 9/13/00 Renal Impairment document.

| On page 6 (attached) Table 2 for Xeloda — are the figures for Xeloda creatinine clearance baselines? If not
| what do they represent, worse case senario?

‘lMa“lii'eén Pelosi




Electronic Mail Message o _

Date: 9/13/00 10:40:54 AM

From: Maureen Pelosi ‘ ( PELOSIM )

To: Murad Husain ( MURAD.HUSAIN@ROCHE.COM )
Subject: Renal Impairment Study WP15811

Murad,

The submission on renal impairment is a preliminary report and contains
no individual patient data. With only an interim report we are unable

_.to validate the proposed dosing modifications. When was Study WP15811
completed (we could not find this information in the submission, nor the
accrual completion date).

Your submission states that the report will be submitted as a labeling
supplement later this year. That is too late to address these
significant findings. .

Please provide the complete final study report including the raw data
and statistical analysis. If you do not have this information, would
you explain why not and when it will be available?

Thaﬁk you,
-lureen




September 13, 2000

Food and Drug Administration

Division of On¢ology Drug Products, HFD-150
Office of Drug Evaluation I

Center for Drug Evaluation and Research

1451 Rockville Pike, Woodmont II Building
Rockville, MD 20852

Ladies and Gentlemen:

Re: NDA 20-896/S-006/ FDA’s E-mails of Septefnber 13, 2000
Xeloda (capecitabine, R009-1978) Tablets
Renal Impairment Study (WP15811) and Dosing Recommendations

Reference is made to the FDA’s two e-mails dated September 13, 2000, requesting (i)
the basis of dose adjustment of capecitabine in patients with renal impairment as
indicated in our submission Serial No. 307 to the IND{ _“nd (i) the status of the
Study WP15811 (Effect of Renal Impairment of the Pharmacokinetics of capecitabine in
Cancer Patients).

The recommendations for dose reductions and contraindication of Xeloda in patients

with renal impairment are based on two sources of information. Clinical safety data of

the four groups of patients (according to the degree of renal impairment) in the

pharmacology study WP15811 does not allow firm conclusions to be drawn, particularly

for patients with mild to moderate renal impairment. This lead us to analyze clinical

safety database of two Phase I trials in patients with metastatic colorectal cancer

(8014695 and SO14796) with regard to the effect of creatinine clearance on the safety

profile. The analysis of the two data-sets (study WP15811 and the phase III colorectal

safety database) indicate that:

® Xeloda should be contra-indicated in patients with severe renal impairment (creatinine

_ clearance below 30 mL/min [Cockroft and Gault]).

* In patients with moderate renal impairment, a dose reduction to 75% of the starting dose
of 1250 mg/sqm BID (2500 mg/sqm/day) is recommended. :

* No adjustment to the starting dose of Xeloda in patients with mild renal impairmen
(creatinine clearance 50-80 mL/min) is recommended.

Essential information / background for the dosing recommendations based in the two
sources of information is provided as an attachment, as requested.

Regarding the status of the Study WP15811, the last patient completed the study on May
10, 2000 and the clinical database was closed on July 19, 2000, and the PK analysis was
completed on August 31, 2000. We will have an abbreviated report (including the text
summary, individual data listings and statistical analysis of PK data), in three to four
weeks from now.




If you have any question regarding this submission, please contact the undersigned at
(973)235-4578. :

Sincerely,

Murad Husain
Program Director
Regulatory Affairs
Attachment

Desk-copy: Maureen Pelosi, Senior Project Manager

HLR No.: HLR-2000-2281




Electronic Mail Message

Date: 9/11/00 4:07:11 PM

From: Maureen Pelosi ( PELOSIM )

To: Murad Husain ( MURAD.HUSAINGROCHE.COM- )
Subject: Xeloda Label Update - Pharm/Tox Review

Dear Murad,

The statistician, Phamv/Tox reviewer, and executive CAC all have
determined that doses in the mouse carcinogenicity study were too low to
establish absence of carcinogenicity. Thus the study is inadequate to
support a label claim.

Now that the Phanm/Tox reviewer has completed his.draft review, we
recommend that the first paragraph under the section Carcinogenesis,
Mutagenesis, and Impairment of Fertility should read as follows:

Carcinogenesis, Mutagenesis and Impairment of Fertility: Capecitabine
was not mutagenic in vitro to bacteria (Ames test) or mammalian cells
(Chinese hamster V79/HPRT gene mutation assay). Capecitabine was
clastogenic in vitro to human peripheral blood lymphocytes but not
clastogenic in vivo to mouse bone marrow (micronucleus test).
~luorouracil causes mutations in bacteria and yeast. Fluorouracil also
-uses chromosomal abnormalities in the mouse micronucieus test in vivo.

Regards, Maureen




Electronic Mail Message

Date: 8§730/00 11:01:05 AM

From: Husain, Murad PDRG~Nutley ( MURAD.HUSAIN@ROCHE.COM )
To: 'Maureen Pelosi 301-594-2473 FAX 30 ( PELOSIMEAl )

Subject: Re: Xeloda - exclusivity

Maureen,

You are right. We did not request any exclusivity. However, we are preparing
one for clinical data exclusivity. it will be filed within next week. Hope
this is not too late. Please let me know.

Best regards,
Murad

» —=-QOriginal Message—--

> From: Maureen Pelosi 301-594-2473 FAX 301-594-0498
> [SMTP:PELOSIM@cder.fda.gov]

> Sent:  Wednesday, August 30, 2000 9:49 AM

>To: Murad Husain

> Subject: Xeloda - exclusivity
Sensitivity: Confidential

> Murad,

5

> | am filling out the Exclusivity Document that goes with my Action

> Package. It asked "did the sponsor request any exclusivity” and if so,
> "how many years were requested".

>

> | flipped through the desk copies | have and did not find any mention of
> exclusivity. Was anything requested?

-

> Thanks for your help,

> Maureen

-3




Tel. (973) 562-3683
Fax (973) 562-3554

| rux cover Sheet _ _. =
/ - 3
- —

J an
To: Maureen Pelosi Fax 301-827-4590 8

Sr. Project Mgr., FDA, | P

Division of Oncology E

Drug Products ' =

From: Elisa Scordato Mandra Hoffmann-La Roche Inc _cq“

- DRA, Bldg 172 o,

Date: August 29, 2000

No. of pages: 3 (incl. éoversheet)

RE: Race/Ethnicity Terminology

As requested, see attached terminology from the American Medical Association Manual
of Style, 9% edition. fP 267-2¢8

Regards, é
Elisa'Scordato Mandra

\ . :
\ te. Labeling Managemant
) ‘ and Reporting G&m
latory Affairs (PDR)
9;90:;?662-3663
Fax +973-562-3554/3700
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- DIVISION OF ONCOLOGY DRUG PRODUCTS

Center for Drug Evaluation and Research, HFD-150
Parklawn Building
5600 Fishers Lane, Rockville, MD 20857

| To: Murad Husain Maureen Pelosi

Fax: 973-562-3700 Fax: 301=827-4590
Phone: 973-235-4578 Phone: 301-594-5778
Pages, including cover sheet: 1 © Date: 07 AUGO00

Re:  Xeloda Request

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS
PRIVILEGED, CONFIDENTIAL AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. If you are not the addressee, or a person authorized to
deliver the document to the addressee, you are hereby notified that any review, disclosure, dissemination or other action based on the corent of the communication is
not authorized. lfyouhzvewoeivedIhisdoan'neminmur,plmeinmmdiaalynoﬁfymbytdwhwnmdmﬂmhmuﬂﬂndsovead&ubymail. Thank you.

® Dear Murad,

We would appreciate an updated survival dataset if possible.

( - The 4-month safety update refers to survival data with a cutoff date of September 1999. However, the data
was not on the disk accompanying the safety update, '

 Since almost a year has passed, we are wondering if more mature survival data is available for our review. If
s0, we would like the dataset.

Also, would you format the dataset as Tumasinv.sd2 as in the original NDA for both trials?

I am attending training tomorrow and Wednesday from 8-3:30 but will return to the office around 4 PM.
Regards,

__.._._____;Lgl;___ -

Maureen A. Pelosi '
Senior Regulatory Project Manager



Dear Maureen,

Attached isapy"of the fax being sent to you in response to your June 26,
2000 fax regarding liver failure cases.

y X Cover Murad to the FDA June 30.doc>>

Please do not hesitate to call me if you have any question regarding this.
Regards,

Murad Husain

Program Director
Regulatory Affairs



From: Murad Husain, Hoffmann-La Roche Inc.
Program Director Pharma Development Regulatory
Bldg. 1/2 floor
340 Kingsland Street
-~ Nutley, NJ 07110-1199
Tel. 973-235-4578
Fax 973-562-3700/3554

Date: June 30, 2000

No. of pages: 2

Dear Maureen,

This is regarding your fax dated June 26, 2000. Please see below our
responses to your questions.

( ' 1. The study types of the five liver failure reports listed in your fax are as
follows.
Manufacturer Control Number Study Number* _ Study Type Sponsor o
MCN 216670 ‘ o Phase 3 Roche
MCN 207269 — __ phase2 Roche
MCN 111552 ‘ _ Phase 3 Roche
MCN 220490 - . Phasef Roche
MCN 222798 wevoo—— ___ Phase3B Roche

* M indicates marketing study

Page 2 of 2 from Murad Husain June 30, 2000




BEST POSSIBLE COPY

fik

4
S
]
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)

h 5 o0
2. @t <8 Upon review, it was confirmed that only one of the three
liver failure cases referred to in the Post-marketing section of the
proposed Xeloda package insert was a spontaneous report (see table
below).
Manufacturer Control Source / Study Number Comments
Number .

I 111552 - Clinical Trial (__ _____ Roche-sponsored study

2. 204490* Clinical Trial (. (.

3 201686 Spontaneous 777" The initial report was submitted to FDA on

March 09, 1999 and follow-ups were
submitted on April 30, 1999 and November
30, 1999. .

* MCN 204490 was received from-__ _and originated in one of
their expanded access program (Protocol __ ' with trastuzumab.
The report was received at Roche on March 1, 1999 and

TR s E renct they

R S

TV ETE WaAE ac.tu;f;ii, o

2ne peostmarketing repor at
2t the label was

serTimed ' entered in the Roche Drug Safety database
(ADVENT) as an "administrative" case since it was thought to have
been reportedto FDAby __. Therefore, Roche did not
generate any submissions based on this MCN. However, this case was
summarized in the Postmarketing Experience section of the Integrated
Safety Summary of SNDA 006/NDA 20-896 (Vol 33, page 229-230). It
has now been confirmed (on June 29, 2000)that  ~ did not
submit this case to the authorities since the mvestlgator indicated that
the events were not related to trastuzumab. In view of this information,
Roche is preparing a MedWatch whlch will be submitted to the FDA in

due course.




———

Please do not hesitate to call me if you have any questions regarding this.

Regards,

've ashe  Viatwyn can nave a Megyvateh
availanle b end of day tomarrow ior 204450
thins it o2 O onrobanly be & gooc idea 1o
Aosor ot ereeponce Se: woal tnem

v
CunbiTe mNuomen imporian

STt R wes inrlinng
aied Tz st laal wili precoldg any
Murad Husain

Program Director

Regulatory Affairs

SEST Posg), ¢ Copy




Electronic Mail Message o —
-

Date: 6/30/00 B:27:30 AM

From: Husain, Murad PDRG~Nutley ( MURAD.HUSAIN@ROCHE.COM )
To: 'Pelosi, Maureen' ( Pelosim@Al )
Subject: Xeloda SNDA-006: Re. Your June 21 e-mail

Dear Maureen,

In reference to your e-mail and fax dated June 21, 2000 please note
“—that the archival copy of the colorectal cancer SNDA contained the cormrect
survival datasets for both studies. These files are titied as foliows:

Lo . (data cutoff September 1998)
* e . {(data cutoff January 1999)

- were provided for each study separately
and ___"for both studies integrated in one dataset. Please note that our

survival analysis was based on these datasets, not on - N 8
an intermediate dataset created only on the fly by our reporting programs
and was therefore added only as an example to facilitate re-analysis,

( : Please do not hesitate to call me if you have any question regarding

Regards,

Murad Husain
Program Director
Regulatory Affairs
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Fax

DIVISION OF ONCOLOGY DRUG PRODUCTS
Center for Drug Evaluation and Research, HFD-150 -7
Parklawn Building

5600 Fishers Lane, Rockville, MD 20857

To:  Murad Husain Maureen Pelosi
 Fax:  973-562-3700 Fax:  301-827-4590
- Phone: 973-2354578 Phone: 301-594-5778

Pages, including cover sheet: 1 Date: 26 JUN00

Re: Xeloda Decision Date

THIS DOCUMENT 1S INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT 15 ADDRESSED AND MAY CONTAIN INFORMATION THAT 1S

: PRIVEEGED,CONFDENHALANDPROTECTEDFROMDISCIDSUREUNDERAPHJCABLEMW. If you are not the addressee, or a person authorized to
dcliverthedou.vnmtmmeaddrmm,you‘a:hmbymﬁﬁedMmymicw,disdme,dimninaﬁmoroﬂuaﬂimbmdmdwmmof&:mmmurﬁcaﬁonis
not authorized. lfyouhavereceivedmisdoqnnauhm.pleaseMm\adim!ynoﬁfymbynlephommmmhmmmduabovemassbyman Thank you.

" @ Dear Murad,

The Xeloda review team has requested that I inform you that issues regarding non-inferiority are being
( determined by the Division and Dr. Temple.

- At this time, we expect that we will be unable to meet the July 20, 2000 deadline for a 10 month review.
 Please phone me if I may of further assistance.
£

Maureen A. Pelosi
Senior Regulatory Project Manager




Fax

DIVISION OF ONCOLOGY DRUG PRODUCTS

Center for Drug Evaluation and Rosearch HFD-150
- Parklawn Building
- 5600 Fishers Lane, Rockville, MD 20857

. To: Murad Husain Maureen Pelosi

Fax: 973-562-3700 _ Fax:  301-827-4590
Phone: 973-235-4578 Phone: 301-594-5778
Pages, including cover sheet: 1 Date: 26 JUN 00

| Re:  Xeloda Questions

THIS DOCUMENT IS INTENDED ONLY FOR. THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS
PRIVILEGED, CONFIDENTIAL AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. If you are not the addressee, or a person authorized to
deliver the document to the addresses, you are hereby notified that any review, disclosure, dissemination or other action based on the content of the communication is

not authorized. [f you have received this document in evor, plese immediatety notify us by telephone and retum it to us af the above address by mail. Thank you.

® Dear Murad,

| Please see attached questions on Xeloda.

- We have 5 study reports of liver failure with the manufacturer control
- Numbers that follow:

216670
207269
_-111552
220490
222798

1. What type of studies were these five reports from? Manufacturer sponsored studies vs. investigator
sponsored studies, phase 3, etc.

2. Were the three liver failure cases referred to in the new Postmarketing section of the proposed |
capecitabine label spontaneous reports? Were they submitted to the FDA? What are the
manufacturer control numbers for these 3 reports?

~ Regards,

—

—— T

Maureen A. Pelosi
Senior Regulatory Project Manager

CC-MWDAR 20-89% SE-1[606

HFD-150 ] Dw %..Lg



- Fax

DIVISION OF ONCOLOGY DRUG PRODUCTS
. Center for Drug Evaluation and Research, HFD-150
~ Parklawn Building

5600 Fishers Lane, Rockville, MD 20857

| To:  Murad Husain Maureen Pelosi
 Fax:  973-562-3700 Fax:  301-827-4590
* Phone: 973-235-4578 i Phone: 301-594-5778
~ Pages, including cover sheet: 2 Date: 21 JUN 00

- Re:  Xeloda Questions

TI-II_SDOCUMENTISNTENDEDONLYFORTHEUSEOFTHEPARWTOWHOMHISADDRESSEDANDMAYOONTA]NINFOT{MATIONTHATIS
PRIVILEGED, CONFIDENTIAL AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW, If you are not the addressec, or a person authorized to
‘ ddhudndmmmﬁwﬂdm,wumhﬁymﬁﬁedﬂmwmw,dhdmdmmaimwmmbmdon&nmnmofﬂwoomunjmﬁonis

not authorized. lfyouhawmoeiwdmkdoamuuhm,pléminmndimlymﬁfymhywlqimmdmmitmusattheaboveaddrcssbymail. Thank you.
@ Dear Murad,

Please see attached questions on Xeloda. These are identical to those sent earlier by Email, just in case you
( did not receive them.

Regards,

/'Sy

. Maureen A. Pelosi _
* Senior Regulatory Project Manager




June 21, 2000

Please clarify the following issues:

1. Post-Study Chemotherapy, e.g., volume 50, page 71, Table 26, reference'
to approximately 60% of patients who received post-study chemotherapy on
SO14695. Is information on post-study chemotherapy available on all
patients on SO14695 and S014796 or is there missing data?

* 2. Please provide a listing of patients (ID #) and reason for being

. considered as "missing postbaseline information" when calculating response
. rate. We are not sure why this number is not the same as the number of

- patients excluded from the standard analysis. We are also interested in

~ the reconciled assessment of response rate and which patients were

~ excluded.

- 3. Please characterize the reasons why patients received less than 6 weeks
- of treatment or less than 50% of treatment during the first 6 weeks.
Patient ID and reason for withdrawal from the CRF would suffice or

~ sponsor's interpretation if identified as such.

4. The protocol section "Concomitant Medication and Treatment" does not
explicitly prohibit other anticancer therapy. The case report form did

- require listing of all medications. Were other anticancer agents (co-)

- administered while patients where on study? If so, which ones to which
patients?

- Did any patient receive radiotherapy while on study?

5. What were the malignancies (other than cured basal cell carcinoma of the
. skin and in situ carcinoma of the uterine cervix) that resulted in protocol
violations? For instance, 11 patients on capecitabine and 7 patients on
5-FU/LV had violations of this eligibility criterion.

6. Why isn't the patient with a major protocol violation counted in the
5-FU/LV am in your Table 17, volume 50, page 60?

® Page 2




Fax

DIVISION OF ONCOLOGY DRUG PRODUCTS
Center for Drug Evaluation and Research, HFD-150
Parklawn Building

- 5600 Fishers Lane, Rockville, MD 20857

To: Murad Husain Maureen Pelosi

Fax: 973-562-3700 Fax: 301-827-4590
"' Phone: 973-2354578 Phone: 301-594-5778
- Pages, including cover sheet: 2 Date: 21 JUN 00

Re:  Xeloda Survival Data Questions
THIS DOCUMENT 1S INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM TS ADDRESSES AND MAY CONTAIN INFORMATION THAT IS

PMVHEGED,CONHDENTMLANDPROMEDFROMDISCLDSUREUNDERAPPUCABIEMW. If you are not the addressee, or a person muthorized to
deliver&ndoamunmmuddlmee,ywmhﬂabymﬁﬁedﬂmmylwiew,dhclom:,dissmhnﬁmorodwuimbmdpnﬁnemﬁmofﬂnmnmmicaﬁonis
not authorized. lfyoubavemivedmisdoummhm,pleaschmndimlymﬁfymbymlepmmdmhmmatﬂwabwcaddlmbymaﬂ. Thank you.

® Dear Murad,

 Please see attached Email regarding significant missing data on survival.

E Regards,

sl

 Maureen A. Pelosi
Senior Regulatory Project Manager



Electronic Mail Message

Date: 6/21/00 5:01:49 BM : ‘
From: Maureen Pelosi { PELOSIM ) -

To: Murad Husain ( MURAD. HUSAIN@ROCHE.COM )
Subject: Xeloda data sets for survival
Dear Murad,

Itis my understanding that we were not able to reproduce the survival
results because the survival data for Study SO14796 was identical to
that of Study S014695. We asked for the correct data for Study S014796.

Please verify that the original archival copy of the NDA contained the
correct survival data for both studies.

If the archival copy is not correct, please send the comrected survival

data as an amendment, not new comrespondence and provide an archive copy
in addition to the review copy we have already received. Your 6/16

title "request for additional data sets” is misleading.




rOULD AND DKUG AUDMINISTRATLON
OFFICE OF DRUG EVALUATION |

DIVISION OF ONCOLOGY DRUG PRODUCTS
HFD-150, 5600 Fishers Lane
Rockville, Maryland 20857

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM
DISCLOSURE UNDER APPLICABLE LAW. If you are not the addressee, or a person authorized to deliver the
document to the addressee, you are hereby notified that any review, disclosure, dissemination, copying, or other
action based on the content of this communication is not authorized, If you have received this document in error,
please immediately notify us by telephone and return it to us at the above address by mail. Thank you.

PHONE: (301)594-5742 FAX: (301) 594-0498

~ TO:_Candice Shepherd, Roche 973 562-3695
Fax: 973 562-3554 or 3700

FROM:_ Dotti B@e; Project Manager
hone: (301)-594-5742

Total number of pages, including cover sheet _ 1

Date:_ 6-13-00

COMMENTS: Re: your pending supplement for Xeloda for colon cancer, the statistician has
the following request: : _

Because we are unable to reproduce your survival results for the NDA 20-896, we have

examined the datasets submitted in the NDA and found that your survival data for Study

SO14796 is the identical copy of the survival data set for Study SO14695. Please submit the

right survival dataset for study S014796 as soon as you can. The specific dataset name is: . -
——________ Because the short review time left, could you send that dataset via email to us at
CHENGA@CDER FDA.GOV as well as a diskette to the NDA by courier.

If possible, we would like to have this by Friday. Thanks
Dotti for Maureen

o



- Fax

- DIVISION OF ONCOLOGY DRUG PRODUCTS
- Center for Drug Evaluation and Research, HFD-150
- Parklawn Building

5600 Fishers Lane, Rockville, MD 20857

To:  Tom Watson Maureen Pelosi

- Fax:  973-562-3700 Fax 301-827-4590
"Phone: 973-2354578 Phone: 301-594-5778
j Pages, including cover sheet: 1 Date: 04-05-00
Re:  Xeloda

"l"l-llSDOCUMI-N'l'lS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS

. 'PRIVILEGED, CONFIDENTIAL AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. If you are not the addressee, or a person aithorized to
delivaﬂwdoammd:addm,youmhmbymﬁﬁedﬂmmymiew.disdoane.disenﬁnaﬁmmodunimbasedondnmﬂmofﬂwmnmicaﬁonis
- not athorized. lfymhaverwcivedhisdoamuuhm,plmeirmmdimlymﬁfyusbyldephommdmmiltommﬂnahweadd::ssbymail. Thank you.

® Dear Tom,

:The clinical pharmacology/biopharm reviewer is searching for the SAS data files for report B-164837.

Please inform us where we might locate these files in the electronic reviewers aid. If not included, please
provide the files on a disc/CD as a biopharm amendment to the NDA. :

_ fRega.rds,

'd

' Maureen A. Pelosi
Regulatory Project Manager




- Fax

DIVISION OF ONCOLOGY DRUG PRODUCTS
Center for Drug Evaluation and Research, HFD-150
Parklawn Building

- 5600 Fishers Lane, Rockville, MD 20857

To:  Candice Shepherd Maureen Pelosi

Fax: 973-562-3700 Fax:  301-827-4590

 Phone: 973-562-3605 Phone: 301-594-5778
Pages, including cover sheet: 2 Date: 1-10-00

‘Re:  NDA 20-896 SE-1/006  BAYESIAN Teleconf

* THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY CONTAIN INFORMATION THAT 15
PRIVILEGED, CONFIDENTIAL AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. If you are not the addressee, or a person authorized to
delivaﬂwdogmmnwdnaddrmec,youmhaebymﬁﬂedﬂutmymiew,disdme,disunhaﬁmoro&mwﬁmbasedonmeconmofﬁwmmunicaﬂonis
not authorzed. lfycuhavemceivedlhisduqmemhm,plcaseirmdiﬂnlynoﬁfymbymleplmmdmilmlsatmcaboveaddressbymail, Thank you.

® Candice,

David Smith forwarded Uli’s comments to Rich Simon. Attached is the reply we received from Dr. Simon.
( We may have to revisit the issues once more??

‘Regards,

17

: Maureen A. Pelosi
'Regulatory Project Manager




Dear David,

I’ve looked at the question you raised about the possibility that equation (5)
in my paper contains a typo and I am sure that the equation is correct as
published. I think, however, that Dr. Burger is miss-reading the equation.
The equation gives an expression for the mean of the posterior distribution
of the vector (beta, gamma). It does not indicate that the posterior
distribution of gamma is normal with mean y+g' where “ g’ is a prior
information for g”. I’m not sure what Dr. Burger means by that statement. I
repeat, equation (5) is an expression for the mean (etapeta , €tagamm,) Of the
posterior distribution of (beta, gamma). The variances of the posterior
distribution are obtained by inverting the symmetric A matrix where the
components of this matrix are specified just above (5).

If you solve (5) explicitly in the special case where there is no prior
. information on gamma (i.e. Ogamma = ), you get that etagnm, equals y + the

prior mean of beta. Note, I said the prior mean of beta. Even though the

( | right hand side of the second equation of (5) does not have a term containing

' the prior mean of beta, the solution for etagzmma does. If you invert the matrix

A in this special case, you get that the variance of the posterior distribution
of gamma is o® + ozbm . I had that result in the first two drafts of the
manuscript submitted to Biometrics but they made me cut it to save space.
Dr. Burger noticed, however, that it was part of my presentation to the
ODAC a couple of weeks ago. .

The general solution of (5) for the mean of the postérior distribution of
gamma is num/denom where

num = wy(y+up) + we(1+wp/w)p,
denom = wy, + w, + WpW,/W
W=1/0", Wo=1/0ea, Wg=1/0"camma -

I hope that this clarifies things. Please don’t hesitate to get back to me if it -
doesn’t. -

Rich Simon




DIVISION OF ONCOLOGY DRUG PRODUCTS
Center for Drug Evaluation and Research, HFD-150

Parklawn Building

5600 Fishers Lane, Rockville, MD 20857

To:  Candice Shepherd Maureen Pelosi

Fax: 973-562-3700 Fax:  301-827-4590

Phone: 973-562-3695 Phone: 301-594-5778
Pages, including cover sheet: 8 Date: ITS:OO

"Re:  NDA 20-896 SE-1/006 BAYESIAN Teloconf
"TFIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOWTT TS ADBRESSED AND MAY ConT AN TrORMATIOR TS

PRIVILEGED, CONFIDENTIAL AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. if you are not the addressee, or a person authorized to
dcliverthedocumemmmeadd:ssee,youmluebynoﬁﬁedﬂmwymiew,disclosum,dismhationorodneracﬁonbmdohﬂtewnmufﬂnoommunicaﬂonis
not authorized. lfyouhaverweivedﬂ'lisdoclmninerror,pleascimrmdialelymﬁfymbywlephommmitmusmdwaboveaddmsbymail. Thank you.

® Candice,

( Attached are the finalized 12/22 telecon minutes regarding the bayesian analysis for Xeloda.

-

_u!_Begards,

'Maureen A. Pelosi P / o
Regulatory Project Manager
(-
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'AUTHOR & # OF PTS
CIT.

‘Erlichman 130
1988 JCO

Poon 140
1989 JCO
Meta-Analysis** 1381
1992 JCO

Pallavincini 150
1993 J Chemo

Borner -309
1998 Ann Onc

Doroshow 79
1990 JCO

Labianca 182
1991 Ann Onc
DiCostanzo 181
1992 Ann One

Leichman 174
1995 JCO
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COMMENTS: Please see attached requests from our statisticians re: capecitabine
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' FOR EXPEDITED STATISTICAL REVIEW OF CARCINOGENICITY DATA PLEASE PROVIDE
THE FOLLOWING:

Three (3) ASCIIﬁles,oneforthctmnorcodaandnamm,oncfortheorgancodcsandnams,andonefor
the animal data allowing for SAS list input, ¢.g. input values have to be separated from each other by at
IMomMMmlmmmmmMWMWmmﬁnﬂeimbdded
blanks), and periods rather than blanks for missing values, The period should always be separated by two
blanks, ’I‘heformatisknowasthcold‘OEB’furmat(anached)andissinﬁlartothemspedﬁedinthc
Electronic Submission Guidance with the exception that the tumor and organ names are not with the

At the end of cach line of organ/tumor code and names there should be a string of blanks, so that there
will be no wrap aronnd when reading the data into SAS. ‘

_____'Whmananimalhasmummandauoigan/ﬁssucsmémmimd,thexeslmuldbednlyoncmcordfor
this animal.

For animals with tumors, there should be as many records as there were tumor/tissue combinations,

. Inéddiﬁon,thmshouldbeoncmoordformhorganlﬁssuethatwas “‘armsable examined’ or
‘unexamined’.

The codes for the variables should be exactly those specified in the OEB format.
Please provide the results of 2a PROC CONTENTS run,

Please perform at least the following statistical analyses: Survival trend tests, adjusted Cox and Kruskal-
Walllis tests, all pair-wise comparisons of groups (adjusted Cox and Kruskal-Wallis), and Kaplan Meier
survival curves. Weigh doses by actnal dose levels used. Tumor analysis: Perform exact permutation trend
tests and exact pair-wise comparisons on fatal, incidental or palpable tumors as defined by Peto and i’t.
asymptotic tests when fatal and incidental tumors fall in the same time interval We suggest the following =
fixed time intervals: weeks 0-52, 53-78, 79-91, 92-104. If there are two control groups, perform the tests %

ON ORIGINAL

g
>

. with each control group separately and combined (if control gronps are identical), Certain tumors should
also be grouped and analyzed, according to McConnell et al (1986) or through discussion with reviewing
pharmacologist. :

For questions please call Ms, Kelly (301) 827-1547.

Attachments: File formats, references. ‘
v «7 YOIy




